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This International Search Report consists of a total of _ 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



sheets. 



1- E 

Certain claims were found unsearchable (see Box I). 
2. Q Unity of invention is lacldng (see Box II). 

filed with the international application. 
□ furnished by the applicant separately from the international application. 

[[] butnot accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the Intemational application as filed, 

I I Transcribed by this Authority 

4. With regard to the title, Q the text is approved as submitted by the applicant 

E the text has been estat>lished by this Authority to read as follows: 

CYCLOHEXAPEPTIDES HAVING ANTIMICROBIAL ACTIVITY 

5. With regard to the abstract, 

fxl text is approved as submitted by the applicant. 

^Vuf ^^trfished according to Rule 38.2(b), by this Authority as it appears in 
l^««^h 21 Wl'carrt may. within one month from the date of mailing of this Inteni^ional 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 
Figure No. Q as suggested by the applicant. 

□ 

because the applicant failed to suggest a figure 

□ 

fc)ecause this figure better characterizes the invention. 



I I None of the figures. 
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3. I I Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box II Obse rvations whe,« unity of invention is lacking (Continuation of Hem 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1. rn As all required additional search fees were timely paid by the 
searchable claims. 



applicant, this International Search Report covers all 



o'T^t addto'narfet "'' effort justifying an additional fee. this Authority 



did not invite payment 



Search Report is 
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(PCT Article 36 and Rule 70) 



Applicant's or agents file reference 
P WO- 16397 



Intemationai application No. 
PCT/JP97/04193 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (PCT/IPEA/41 6) 



International filing date (day/month/year) 
_18/-1-1/-1.997 



International Patent Classification (IPC) or national classification and IPC 
C07K7/56 



Priority date (day/month/year) 
25/11/1996 



Applicant 

FUJISAWA PHARMACEUTICAL CO., LTD. et al. 



' ' I^l^iT.'nS^^ ^^^"^ P'^P^'^ International Preliminary Examining Authority 

and is transmitted to the applicant according to Article 36. ^ ^ y 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

° Ihi^hT''^ u ^'^ accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings 

hof th^'^A^r Tr'^^i ^.""^.^'^ ^^^'^ ^^'^ '■®P°rt ^^^^^^ containing rectifications made 

before this Authority (see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT) 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I ^ Basis of the report 

II □ Priority 

□ Non-establishment of opinion with regard to novelty. Inventive step and industrial applicability 
H Lack of unity of Invention 

a . Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability- 
citations and explanations supporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 

VIII S Certain observations on the international application 



IV 
V 



Date of submission of the demand 
20/05/1998 



Name and mailing address of the IPEA/ 



European Patent Office 
D-80298 Munich 

Tel. (+49-89) 2399-0. Tx: 523656 epmu d 
Fax: {+49-89} 2399-4465 



Date of completion of this report 
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Authorized officer 
Williere, G 

Telephone No. (+49-89) 2399-8548 
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Form PCT/I PEA/409 (Cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/JP97/041 93 



I. Basis of the report 

Description, pages: 



1-100 



as originally filed 



Claims, No.; 
1-14 



as originally filed 



2, The amendments have resulted in the cancellation of: 

□ the description, pages: 
n the claims, Nos.: 

□ the drawings, sheets: 

^' ° Jo^^JTh ^stf bjished as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 



IV. Lack of unity of Invention 

1 . In response to the invitation to restrict or pay additional fees the applicant has: 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 



This Authority found that the requirement of unity of invention is not complied and chose, according to Rule 
68.1 , not to invite the applicant to restrict or pay additional fees. 



Form PCT/IPEA/409 (Boxes l-VIII. Sheet 1 ) (January 1994) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT , . 

. International application No. PCT/JP97/04 1 93 

3. This Authority considers that the requirement of unity of invention in accordance w«h Rules 13.1. 13.2 and 13.3 is 
□ complied with. 

H not complied with for the following reasons: 
see separate sheet 



S all parts. 

□ the parts relating to claims Nos. 



1. Statement 

Novelty (N) Yes: Claims 4,7.9 

No: Claims 1-3,5,6,8,10-14 

Inventive step (IS) Yes: Claims 

No: Claims 1-14 

Industrial applicability (lA) Yes: Claims 1-14 

No: Claims 

2. Citations and explanations 
see separate sheet 



VIII, Certain observations on the international application 
see separate sheet 
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Re Item IV 

Lack of unity of inyentlon 

1 . Unity of invention is fulfilled only when there is a technical relationship among 
those inventions involving one or more of the same or corresponding special 

technical features. The expression 'special technic al features' shall mean 

those technical features which define a contribution which each of the claimed 
invention considered as a whole makes over the prior art." 

Unity of invention for "Markush grouping" (present form of the claims) can only be 
acknowledged where 

i) all alternatives have a common property or activity, and 

ii) a significant (common) structural element. 

Such a "significant structural element" must either be a large portion of the overall 
structure, or a distinctive (=inventive) portion in view of the prior art. 

If it can be shown that at least one Markush alternative is not novel, and if the 
common matter of the independent claim(s) is well known, and the remaining subject- 
matter differs without there being any unifying novel concept common to all of them, 
then clearly there is lack of unity. 

2. The presently claimed subject-matter does not fulfil the above requirements on 
unity of invention: 

i) In view of the closest prior art (D1 and D2; see item V below) and the 
description, the problem underlying the present application is the following: 
"Provision of additional compounds having antimicrobial activity and the 
characteristic structural feature of formula 1": 

ii) The solution to this problem in its broadest form is represented by the general 
formula 1. 

iii) A vague general formula as such is not regarded as the unifying concept. A 
novel and non-obvious "special technical feature" which would be regarded as the 
unifying concept (either a common property or activity, or a significant structural 
element; see above) must be common to all embodiments falling under that formula. 
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EXAMINATION REPORT - SEPARATE SHEET /vj'nacJ 

iv) Compounds having the characteristic constant structural feature of the present 
application, together with the required activity, are known from Dl, D2 and D3 
(see item V below). 

v) In the light of the above it is clear that there is no "special technical feature" 

M!ichmuId_s.erYe_as_singleJnventive-concept-underlying-the-present-applicati 

(Rule 13.1. PCT). 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 

D1= WO 96 11210 A (FUJISAWA PHARMACEUTICAL CO ;OHKI HIDENORI 

(JP); TOMISHIMA MASAKI () 18 April 1996 
D2= EP 0 561 639 A (LILLY CO ELI) 22 September 1993 
D3= EP 0 644 199 A (FUJISAWA PHARMACEUTICAL CO) 22 March 1995 

2. 1 . Dl discloses compounds 2,23,25.36.39-41 ,52.53,64-67,70-73,88,90.94-99. 
101,102 and 124 (see pages 168-185). These compounds are disclosed as 
sodium salt of the corresponding sulfonic acid (see R^) and fall within the wording 
of present claims 1, 2, 5. 6 and 8. The subject-matter of said claims is in 
consequence not novel (Article 33(2) PCT). 

Moreover the method for the preparation of the present compounds (see claim 10) 
is already known from Dl (see page 6). The subject-matter of claim 10 is thus not 
novel (Article 33(2) PCT). 

2.2. D3 discloses compounds 1 1 (lignes 30 to 50), 12 (lignes 30 to 50), 5 (lignes 5 to 
25), 6 (lignes 5 to 25) and 12 (lignes 5 to 25) falling within the wording of present 
claims 1 and 5. The subject-matter of said claims is in consequence not novel 
(Article 33(2) PCT). 
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EXAMINATION REPORT - SEPARATE SHEET 

2.3. The presently claimed compounds (see claims 1 to 3. 1 1 and 13) and the subject- 
matter as claimed in D1, D2 and D3 (see claim 1) overlap to a certain extend. This 
overlap is novelty-destroying as there is apparently no new technical teaching (or 
new technical element) in the application in the range of overlap over the 
disclosure in the prior art. Having regard to the teaching of D1 (see D1 in its 
entirety), the skilled person would seriously contem plate working within the 



overlapping area as D1 clearly demonstrates that may be selected from a huge 
list a different moieties without altering the activity of the resulting compounds. 

2.4. Novelty within an overlapping area, based on a selection, can only be recognised 
if it adds a novel element to the state of the art, thus containing another teaching 
of a technical way of doing things. In other words, novelty based on selection can 
only be acknowledged, if the scope of the claimed subject-matter is narrow, if it is 
sufficiently far removed from the preferred range of the citation, and if the effect 
associated with this selection confirms that there is not simply an arbitrary choice 
(i.e. better purity, improved yield, advantageous biological activity etc.) 

None of these conditions is fulfilled in the present application. Consequently, the 
complete overlapping subject-matter has to be removed from the scope of the 
present application (Article 33(2) PCT). 



3. 



The Applicant is furthermore informed that the presently claimed compounds (see 
claims 1 and 5) and the subject-matter as claimed in D2 (see claim 1. formula 1, 
wherein Rg is represented by the formula at page 3. lines 20 to 25. Z is -O- or a 
carbon to carbon bond. R, is C, to 0,^ alkoxy. C^-C,^ alkynyl, phenyl substituted by 
C,-Ci2 alkoxy) overlap. Novelty for said claim 1 and 5 is therefore not present 
(please refer to paragraph 2.3.) (Article 33(2) PCT). 

The subject-matter of present claims 1, 5. 12 and 14 is not novel (Article 33(2) 
PCT) as the compounds disclosed at page 8, table 2, line 20 and line 25 of D2 fall 
within the wording of said claims. 

The subject-matter of present claims 4, 7 and 9 relates to compounds according 
to claim 1 , wherein R^ represents specific moieties which do not seem to be 
disclosed in the prior art documents as cited in the international search report. 
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International application No. PCT/J P97/04 1 93 



The subject-matter of claim 10 is directed to a method for the preparation of the 
compounds according to claim 1 not being disclosed in said prior art documents. 

The Applicant is informed that whenever novelty is established for the compound 
claims, the presence of an inventive step has to be demonstrated. New 
compounds could only be considered to Involve an inve ntivp ...top m .^^g they 



show an unexpected and advantageous effect when compared to the compounds 
of D1, D2 and D3 as these compounds merely differ from what might then be 
claimed by the position. 



Re Item Vlli 

Certain observations on the international application 



1. 



The use of the wordings "a substituent X substituted with substituent Y which has 
a substituent Z" or "a substituent X substituted with substituent Y which has a 
substituent Z having XY" is not clear. This wording is used throughout the 
application and should be corrected (Article 6 PCT). 

The use of the relative and vague expressions "lower", "higher" and "one or more 
suitable substituents" in the claims (e.g. cyclo(/oive,)alkyloxy. aryl having higher 
alkoxy) renders the scope of these claims unclear [Article 6 PCT. PCT Preliminary 
Examination Guidelines, chapter C-l!!, paragraphs 4.2 and 4.5, Rule 6.2 (a)]. 

These expressions should be clarified in the light of the description, page 9 lines 
23 to 28. 
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(57) Abstract 



This invention relates to 
new polypeptide compounds 
represented by general formula 
(I), wherein Ri and R^ are as 
defined in the description and 
pharmaceutically acceptable salt 
thereof which have antimicrobial 
activities (especially antifungal 
activities), inhibitory activity 
on /?-l,3-glucan synthase, to 
process for preparation thereof, 
to a pharmaceutical composition 
comprising the same, and to 
a method for the prophylactic 
and/or therapeutic treatment 
of infectious disease including 
Pneumocystis carinii infection 
(e.g. Pneumocystis carinii 
pneumonia in a human being or 
an animal. 
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